King, Vaterie A. 


From: Sanders, Edward 

Sent; Tuesday, June 18, 2002 6:22 AM 

To: King, Valerie A, 

Subject: FW: Draft protocol and attachment EHCJLI/03/02, Accord menthol study 


Valerie, 

Below are my comments regarding the Accord Menthol study. The first set of comments applies to the large document, I 
will try to specify the place as clearly as possible, since my page numbering may not be the same as yours. 

List of abbreviations: 


This list suffers greatly from what Robin calls “inconsistent capitalization", i leave it to all of you if you really care. 

Section 1.4: 

/ 

Ths^lrd bullet point under “biomarkers of exposure" describes acrolein as a “saturated” aldehyde. In actuality it is an 
“unraturated” aldehyde. 

Thejast sentence of the second bullet point under ‘‘biomarkers of biologically effective dose” currently reads (in part) as 
Ibljows: “Adduct levels of the known carcinogen 4-aminobiphenvl hemoglobin adducts ...” The compound in question (the 
known carcinogen) is 4-aminobiphenyl, and not 4-aminobiphenyl hemoglobin adducts. The words “hemoglobin adducts” 
should be deleted. 

/ 

In fourth bullet point under “biomarkers of potential harm” the words “lnterieukin-8” and “myeloperoxidase” should not 
be*capitalized. 


Section 4.3.7: 

Tt\iysentence would be more accurate as, “Subjects must not have currently or any history of...” 


Section 4.4.1: 


■WinWord “had should be 


inserted between the words “have” and “no”. 


Section 6.1: 

Tto last sentence of the last paragraph of this section seems to have a problem. Shoulo it read, “A daily allotted amount 
OT cigarettes for each subject in each group..."? 

Section 7.4: 

(nje close parenthesis at the end of the explanation of the low mutagen diet (after the word “permitted”) should be deleted. 
Section 7.5: 

There seems to be an inconsistency, e.t least as this protocol is wrifter,, in this section. The end of the first paragraph 
states: “Each subject...will then be committed to their maximum daily consumption as determined...” However, the third 
paragraph points out that the subjects will not be forced or required to smoke. These two statements appear to be 
inconsistent. 


The word “predictod” in the first line of the second paragraph does not appear to be the correct word to me. 
seallc,.7.3.2; A 

Change the second sentence to, “Immediately following collection, the blood samples will be gently inverted." in order to 
maintain consistency of mode (passive versus active). 

Section 7.8.4: 
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The “A" in 4-Aminobiphenyl in the heading should be capitalized 

The a^i2f5nc( paragraph, starting with "Keep blood samples...” is written entirely in the active mode. All other similar 
paragraphs are in the passive mode. I think this paragraph should be hanged. 

InnIIa^fourth line ot the second paragraph the word “Pasteur” should start with a capital “P”. 

The last paragraph of this section (“The subjects will have...”) is not at all clear to me. 

Section 7.14'. 


J 


Que^Ji^nnaires should be ‘‘administered’’ and not “conducted”. This word should be changed in each of the four short 
paragraphs in this section. 

Section 8: 

iMh^second line of the definition of a serious adverse event, the word “death” should not start with a capital “d". 

Section 10: 

' 

^■^e lourth paragraph is simply the sentence, “Urine creatinine will be assayed by rate alkaline picrale (Jaffe). What in 
haven's name is “rate alkaline picrate"? 

i3d4ydroxypropyfmercap1uric acid should start with a capital “H”. 

V^Aniinobiphenyl should start with a capital “A”. 

Section 11: 

ill toe second line of the first paragraph under “Secondary biomarker variable analysis”, there should be a space between 
“WAL” and “(daily”. 

In t^^ext paragraph “cigarettes” should be plural in line 7 and line 8. 

In^il^^second paragraph under "Other Analysis”there should be nodose parenthesis after the word “flow” in line 2. 

tparagraph under “Sample size justification” it slates in line 2 that “”...80% power to detect a difference of 0.1 S in 
^ c^oxyhemoglobin...” What are the units of 0.16? ^ 


Section 15.6: 


t Wjtfi respect to line 2, I assume the name of the company is PAREXEL International. If this is the case, then the 
Vbssessive should be “PAREXEL International’s”. 

Appendix I: 

I couldn’t help myself. ! just had to check at least one of those ranges to determine if it was really +30% and 
-20%. According to my calculations it is +30% and -30%. Someone should check this. 

Now for the second document. 

Section A2: 

The “H” in 3-Hydroxypropylmercapturic acid should be capitalized both in the heading and in the table. Any time the style 
of a document dictates that a word should start with a capital letter, this applies to an chemical substance that starts with a 
number. The first letter of the number(s) is capitalized. 

That’s it. 

All the best. 

Ted 
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.Original Message— 

From: Oey, Jan 
Sent: 15 juin 2002 19:17 

To: Solana, Rick P.; Podraza, Ken F.; Walk, Roger A.; Patskan, George J.; Carchman, Loreen; Kobal, Gerd; Retninghaus, 
Wolf; Dempsey. Ruth; Sanders, Edward 
Cc: Roethig, Hans; King, Valerie A. 

Subject: Draft protocol and attachment EHCjLI/03/02, Accord menthol study 


Please review the attached draft protocol and attachment re/ Accord menthol study and sent your comments by Jun 21 to 
Valerie. 


Thank you, 



4A01190_D2_07JUNO Aa01190_07Jt,JN02_A 

Jsn 2_Philip Morr. .. TTACHMENT£_Ph. .. 
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